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Injection

DESCRIPTION:
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Time £, complete reliet of daytime and nighttime pain was
isti i y shorter for patients receiving tamotidine

The active ingredient in Finotdine Injection is a i
H,-receptor gonist. F idine is N -(ami ftonyl)-3-
[12-[(diami hylene)amino)-4-thiazolyl)methyl) thiojpropa-
nimidamide. The molecular tosroula of famotidine is CoHisN,0,S:
and its motecular weight is 33746 . Its structural formula is:
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Famotidine is a white to pate yellow crystalline compound that
is freely solubie in glaciat acetic acid. slightly soluble in methanol.
very stightly soluble in water. and practicatly insoluble in ethanol.

F idine Injection is ied as a sterite concentrated
solution tor intravenous injection. Each mL of the solution
contains 10 mg of tamotidine and the tollowing inactive
ingredients: L-aspartic acid 4 mg, mannitol 20 mg. and Water
for (njection g.5. 1 mb.

CLINICAL PHARMACOLOGY IN ADULTS:
Gl Eftects - Famotidine is a competitive inhibitor of histamine
H,-recepiors. The primary clinically important pharmacologic
activity of famotidine is inhibition of gastric secretion. Both the
acid conceniration and votume ot gastnic secretion are sup-
pressed by famotidine. while changes in pepsin secretion are
proportional to volume autpul.

In normal volunteers and hyper: f

t i ok q

than for paﬁgnls receiving placebo. however. in neither study
was there 3 statistically significant ditference in the proportion of
‘patients whose patn was relieved by the end of the study (week 8).

Gastroesophageal Reflux Disease (GERD) - Orally
administered famotidine was compared to placebo in a U.S.
study that enrolled patients with symptoms of GERD and
without endoscopic evidence of erosion or ulceration of the
esophagus. Famotidine 20 mg b.i.d. was statistically
signiticantly superior to 40 mg h.s. and to placebo n providing
a successful symptomatic outcome. delined as moderate of
excellent improvement of symptoms (Table 3)

Table 3
% Successful Symptomatic Qutcome
fFamotidine Famotidine
1 40 mo his.
(N=154) (N=149) (N=73)
Week 6 821 69 62

11p<0.01 vs Placebo

By two weeks of treatment, symplomalic Success was
observed in a greater percentage of patients taking famotidine
20 mg b.i.d. compared to placebo (p<0.01).

Symptomatic improvement and healing of endoscopically veri-
fied erosion and uiceration were studied n two additional trials.
Healing was defined as complete resolution of all erosions or
ulcerations visible with endoscopy. The U.S. study comparing

1€
basal and nocturnal gastric secrehion, as well as secretion
stimulated by tood and pentagastrin. After oral administration,
the onset of the antisecretory etfect occurred within one hour.
the maximum etfect was dose-dependent. occurring within one
to three hours. Duration of inhibition of secretion by doses of
20 and 40 mg was 10 to 12 hours.

Atter intr inistration. the effect was
achieved within 30 minutes. Single intravenous doses of 10 and
20 mg inhibited nocturnal secretion for a period of 10 ta 12
hours. The 20 mg dose was associated with the longest
duration ot action in most subjects.

Single evening oral doses of 20 and 40 mg inhibited basal and
nocturnal acid secretion in all subjects; mean nocturnat gastric
acid secretion was inhibited by 86% and 94%, respectively. for a
period of at teast 10 hours. The same goses given in the morn-
ing suppressed tood-stimulated acid secretion in all subjects.
The mean suppression was 76% and B4%. respectively. 3 to 5
hours atter administration. and 25% and 30%. respectively. 8 to
10 hours atter administration. In some subjects who received
the 20 mg dose. however, the antisecretory eftect was orssipated
within 6-8 hours. There was no cumulative etfect with repeated
doses. The nocturnal intragastric pH was raised by evening
doses of 20 and 40 mg of famotidine to mean vaiues ot 5.0 and
6 4, respectively. When famotidine was given after breaklast,
the basal daytime interdigestive pH at 3 and 8 hours after 20 or
40 mg of tamotidine was raised 1o about 5.

Famotidine had littie or no etfect on fasting or postprandial
serum gastrin levels. Gastric empiying and exocrine pancreatic
function were not alecied by tamotidine
Other Effects - Systemic_etfects ot tamotidine in the CNS.
cardiovascular. respiratory or endocring sysiems were not noted
in clinical pharmacology studies Also. no antiandrogenic
effects were noted (see ADVERSE REACTIONS). Serum hor-
mone levels. including prolactin. cortisol. thyroxine (T,). and
testosterone, were not aitered after treaiment with famotidine.

Pharmacokinetics - Oratly administered tamotidine is
incompletely absorbed and its bioavailabitity is 40-45%.
f [+] inimal firs1-pass metabolism. After orat
doses, peak plasma levels occur in 1-3 hours. Plasma levels
alter multipie doses are similar to those after single doses.
Fitteen to 20% ot famotidine in plasma is protein bound.
f idine has an elimination hall-lile ot 2.5-3.5 hours.
Famotidine is eliminated by renat {65-70%) and metabolic
(30-35%) routes. Rena! clearance is 250-450 mi/min,
indicating some tubular excretion. Twenty-tive to 30% of an
oral dose and 65-70% ot an intraverious dose are-recovered in
the urine as unchanged compound. The only metabolite
identified in man is the S-oxide.
There is a close { i clearance values
and the elimination half-life of tamotidine. In patients with
severe renal insutficiency, i.e.. creatinine clearance less than
10 mL/min. the elimination half-lite ot tamotidine may exceed 20
hours and adjustment of dose or dosing intervals in moderate
and severe renal insufficiency may be necessary (see
PRECAUTIONS. DOSAGE AND ADMINISTRATION).

tn elderly patients. there are no clinically significant age-telated
changes in the pharmacokinetics of famotidine. However, in
elderly patients with decreased renal tunction, the clearance of the
drug may be decreased (see PRECAUTIONS, GERIATRIC USE).
Clinical Studies - The majonity of clinical study experience
invotved oral administration of Famotidine Tablets. and is
provided herein for reference.

Duodenal Ulcer - In a U.S. multicenter. doubte-blind study in

with ically confirmed duodenal ulcer. orally
administered famotidine was compared to placebo. As shown in
Table 1. 70% ot patients treated with famotidine 40 mg h s. were
healed by week 4.

Table |
Outp with End pically
Confirmed Healed Duodenal Ulcers

£ " ine

40 mg h.s. 20 mg b.i.d. hs.
{N=89) {N=84) {N=97)

Week 2 “*32% **38% 17%
" Week 4 " 70% 67% 31%

* *Statistically signiticantly ditterent than placebo {p<0.001)

Patients not healed by week 4 were continued in the study. By
woek & £3¢ nf patients treated wwith tamnhdine had healed

dine 40 mg p.o. b.i.d. to placebo and tamotidine 20 mg

p.0. b.i.d.. showed a significantly reater percentage of healing,

{or famotidine 40 mg b.1.8. at weeks 6 and 12 (Tabie 4).

Table 4
ic Healing - U.S. St
Famotidine Famotidine
40mgb.id, 20mgbid
{N=127) {N=125) (N=66)
Week 6 481 4y 32 18
Week 12 6914 541 29

1 p<0.01 vs Placebo

+9s0.05 vs Famotidine 20 mg b.+.d.
11 p<0.01 vs Famotidine 20 mg b.i.G.

As compared to placebo, patients who received famotidine had
faster refief of daytime and nighttwme heartburn and a greater
percentage of patients experienced compete refief of nighttime
heartburn. These ditterences were statistically significant.

In the international study. when famotigine 40 mg p.o. b.i.d.
was compared to ranitidine 150 mg p.o. b.i.d., a statistically
signilicantly greater percentage of healing was observed with
tamotidine 40 mg b.i.d. at week 12 (Table 5). There was. how-
ever, no significant ditference among treatments in symptom
relief.

Table §
doscopic Healing - Internatio tu
Famotidine Famotidine Ranitidine
40mgbid  20mabid
(N=179) (N=93} (N=172)
Week 6 48 52 42
Week 12 Thn 68 60

111 ps0.05 vs Ranitidine 150 mg b.i.d.

Pathological Hypersecretory Conditions - (e.g.,
2Zollinger-Ellison Syndrome. Multiple Endocrine Adenomas). 1n
studies of patients with pathotogical hypersecretory conditions
such as Zollinger-Ellison Syndrome with or without multiple
endocrine adenomas. famotidine signiticantly inhibited gastric
acid secretion and controtied associated sympioms. Orally
administered doses trom 20 to 160 mg q 6 h mantained basal
acid secretion below 10 mEq/hr; initial doses were titrated to the
individual patient need and subsequent adjustments were
necessary with time in some patients. Famotidine was well
tolerated at these high dose levels for prolonged periods
(greater than 12 months) in eight patients, and there were no
cases reported of gynecomastia. increased prolactin levels, or
impotence which were considered to be due to the drug.

CLINICAL PHARMACOLOGY IN PEDIATRIC
PATIENTS:

Pharmacokinetics - Table 6 presents pharmacokinetic data
from published studies of small numbers of pediatric patients
given tamotidine intravenously. Areas under the curve {AUCs)
are normalized 1o a dose of 0.5 mg/kg |.V. tor pediatric patients
and comp with an extrap 40 mg intravenous dose in
adults (extrapotation based on results obtained with a 20 mg L.V.
aduft dose)

Table 6
Phar inetic Parameters® of | Famotidine
Age Area Under Total Volume of  Elimination

{N=number the Curve  Clearance  Distribution  Half-lite
ol (AUC) ()] {Va) (Tha)
patients) v {Lhrkg) (LK) (hours)
1-11yrs (N=20) 1089:834 054:034 2072149 3382260
11-15yrs (N=6) 11402320 0482014 15:04 23104
Aduht (N=16} 1726° 0392094 13:02 283:099

# Values are presented as means = SD unless indicated other-

wise
® Mean value only .
Values of p okinetic p s for p patients,
ages 1-15 years. are comparable to those obtained for aduits.
Bioavailability studies of 8 pediatric patients (11-15 years of
age) showed 3 mean orat bioavailability of 0.5 compared 1o adult
vatues of 0.42 to 0.49. Oral doses of 0.5 mg/kg achieved an AUC
of 580 + 60 ng-hi/mL in pediatric patients 11-15 years in age
conl\lparen 10 482 2 181 ng-hr/mL in adults treated with 40 mg
orally.
Pharmacodynamics - Pharmacodynamics of famotidine
wera ewaliated in § nediareie patieptc 7-13 vezre of age using




Famotidine had litle or no efect on fasting or postprandiat
serum gastrin levels. Gastric emptying and exocrine pancreatic
function were not attected by tamotidine.

Other Effects - Systemic etfects of famotidine in the CNS.
cardiovascular, respiratory or endocrine systems were not noted
in clinical pharmacology studies. Also. no antiandrogenic
effects were noted (see ADVERSE REACTIONS). Serum hor-

e mone levels, mctuding prolactin. cortisol. thyroxine (T,}. and

testosterone. were not attered after treatment with famotidine.

Pharmacokinetics - Orally admimstered tamotidine is
incompletety absorbed and its bioavailability is 40-45%.
F i (V] inimal first-pass bolism. Atter oral
doses, peak plasma levels occur in 1-3 hours. Plasma levels
after multiple doses are similar to those after singte doses.
Fitteen to 20% of tamotidine in plasma is protein bound.
Famotidine has an etimination haH-lite of 2.5-3.5 hours.
Famotidine 1s eliminated by renal (65-70%) and metabalic
(30-35%) routes. Renal clearance is 250-450 mi/min,
indicating some tubular excretion. Twenty-tive to 30% ot an
oral dose and 65-70% of an intravenous dose are recovered in
the urine as unchanged compound. The only metabolite
identified in man is the S-oxide.

There 1s a close relationship between creatinine clearance vatues

and the elimination hali-life of famotidine. in with’

—irygs 11010 3

Famotidine Famotidine Ranitidine

(N=175} (N=93) (N=172)
Week 6 48 52 42
Week 12 Tt 68 60

15t p50.05 vs Ranitidine 150 mg b.i.d.

Pathological Hypersecretory Conditions - (g.g..
Zollinger-Ellison Syndrome. Multipie Endocrine Adenomas). In
studies of patients with pathological hypersecretory conditions
such as Zollinger-Etlison Syndrome with or without multipie

i N idine significantly inhibited gastric
acid secretion and controlled associated symptoms. Orally
admimistered doses from 20 to 160 mg g 6 h maintained basal
acid secretion below 10 mEg/hr: initial doses were titrated to the
individual patient need and subsequent adjustments were
necessary with time in some patients. Famotidine was welt
toferated at these high dose levels for prolonged periods
|greater than 12 months) in eight PaTIEATS, and there were no

- Ttases reported of gynecomastia. increased prolactin levels, or

potence which were ¢ fo be due to the drug.

CLINICAL PHARMACOLOQGY IN PEDIATRIC
PATIENTS:

severe renal insufficiency. i.e.. creatinine clearance less than
10 mL/min, the elimination hati-lite of i may exceed 20
hours and adjustment ot dose or dosing intervals in moderate
and severe rena! insuiticiency may be necessary {see
PRECAUTIONS, DOSAGE AND ADMINISTRATION).

changes in the pharmacokinetics ot famotidine. However, in

elderly patients with decreased renal function. the clearance of the

drug may be decreased {see PRECAUTIONS, GERIATRIC USE).

Clinical Studies - The majority of chinical study experience

involved oral administration of Famotidine Tablets. and is
- - —peovided herein for reference.

Duodenal Ulcer - In a U.S. multicenter. doudle-blind study in

oftpatients with endoscopically contirmed duodena! ulcer. orally

administered famotidine was compared to placebo. As shown in

Table 1. 70% of patients treated with tamotidine 40 mg h.s. were

healed by week 4.

Table |
Qutpatients with End pically
Confirmed Healed Duodenal Ulcers
Famotidine Famotidine Placebo

40mghs. 20 mg b.id. hs.

{N=89) {N=84) {N=87)
Week 2 **32% **38% 17%
Week 4 -70% **67% 31%

- *Statistically significantly ditterent than placebo (p<0.001}

Patients not healed by week 4 were continued n the study. By
week 8, 83% of patients treated with famotidine had healed
versus 45% of patients treated with placebo. The incidence ot
ulcer healing with tamotidine was signiticantly higher than with
placebo al each time point based on proportion of endoscopical-
ly confirmed healed ulcers.

In his study. time lo reliel of daytime and nocturnal pain was

signilicantly shorter for patients receiving famotidine than tor
patients receiving placebo: patients receiving famotidine also
took less antacid than the patients receiving placebo.
Long-Term Maintenance:
Treatment of Duodenal Ulcers - famotidine, 20 mQ p.o.
h.s. was compared to placebo h.s. as maimtenance therapy in
two double-blind. multicenter studies of patients with endoscop-
ically contirmed healed duodenal ulcers. In the U.S. Study the
observed ulcer incidence within 12 months in patients treated
with placebo was 2.4 times greater than in the patients treated
with famotidine. The 89 patients trealed with famotidine hao a
cumulative observed ulcer incidence of 23.4% compared fo an
observed ulcer incidence of 56.6% in the 89 patients receiving
placebo (p<0.01). These results were confirmed in an interna-
tiona] study where the cumulative observed ulcer incidence
within 12 months in the 307 patients treated with famotidine
was 35.7%. compared 1o an incidence of 75.5% in the 325
patients treated with placebo {p<0.01).

doqble-bliqd study in patients with endoscopically contirmed
active benign gastric ulcer, orally administered tamotidine,

40 mg h.s., was compared 10 placebo h.s. Antacids were permit- -

ted during the studies, but consumption was not signiticantly
ditlerent between the famotidine and placebo groups As shown
in Table 2. the incidence of ulcer healing (dropouts counted as
unhealed) with famotidine was statistically signiticantly better
than placebo at weeks 6 and 8 in the U.S. study, and at weeks 4,
6 and 8 in the internationat study. based on the number of uicers
that healed. confirmed by endoscopy.

Table 2
Pati with End pically
nfir al ast e

Famotidine  Placebo Famotidine Placebo

40mg hs. hs. 40mghs. hs.

(N=74) (N=75) (N=149)  (N=145)
Week 4 45% 39% 147% 31%
Week 6 166% 44% 165% 46%
Week8  °*°78% 64% 80% 54%

** 1 Statistically significantly better than piacebo {p<0 05,
p<0.0l respectively)

In elderty patients. there are no clinically significant age-related -

Gastric Ulcer - In both a U.S. and an international multicentes,

Phar ilcs - Table 6 presents pharmacokinetic data
from published studies of smali numbers of pediatric patients
given famotidine intravenously. Areas under the curve {AUCs)
are normalized to a dose of 0.5 mg/kg I.V. for pediatric patients
and p with an ated 40 mg intravenous dose in
adults (extrapolation based on results obtained with 3 20 mg V.
adult dose).

Tabte 6
Pharmacokinetic Parameters® of intravenous Famotidine
Age Area Under Total Volume of  Elimination
{N=number the Curve  Clearance  Distribution  Hall-life
of {AUC) (Ch) (Vo) (T2)
oaients)  (og-hwml}y  {L/hrikg) (LK {hours)

1-11yrs (N=20) 10892834 0542034 2072149 3381260

1-15yrs (N=6) 11402320 0481014 15:04 23:04
Adult (N=16) 17266 039:0.14 13202 2831099

* Values are presented as means = SD unless indicated other-
wise.

°Mean value only

Values of phar for pediatric patients.
ages 1-15 years. are comparabie to those obtained for adults.

Bioavailability studies of 8 pediatric patients (11-15 years o}
age) showed a mean oral bioavailability ot 0.5 compared 10 adult
values of 0.42 to 0.49. Oral doses of 0.5 mg/kg achieved an AUC
of 580 + 60 ng-hr/mL in pediatric patients 11-15 years in age
compared to 482 + 181 ng-hr/mL in adults treated with 40 mg
orally.
Pharmacodynamics - Pharmacodynamics of famotidine
were evaluated in 5 pediatric patients 2-13 years of age using
the sigmoid En,, model. These data suggest that the Telation-
ship b serum ion of 1, idine and gastric acid
suppression is similar to that observed i one study ol adults
{Table 7).

Table 7
Pharmacodynamics of t idine using the
SIgmold E pyy_model.

ECy (ng/mL )"
Pediatric Patients 26213
Data from one study
2) healthy adult subjects 26.5+ 103
b) adult patients with upper G bleeding 1872108

*Serum concentration of tamotidine associated with 50%
maximum gastric acid reduction. Values are presented as
means = SD.

Four published studies (Table 8) examined the effect of
famotidine on gastric pH and duration of acid suppression in
pediatric patients. While each study had a ditferent design. acid
Suppression data over time are summarized as follows.

Table 8
Number of
Rosage Boute Effect® Patients
0.3 mg/kg, LV. gastric pH >3.5 tor 6
single dose 8.7 £+ 4.7° hours
0.4-08mg/kg 1LV, gastric pH >4 for 18
6-9 hours
0.5 mg/kg. LV, 2 >2 pH unit increase 9
single dose above baseline in gastric
pH for >8 hours
0.5mg/kgbid. LV. gastric pH >5 tor 4
13.5 £ 1.8° hours
0.5mg/kg b.id. oral gastric pH >5 tor 4
5.02 1.1° hours
* values reported in published literature.
° Means ¢ SD.
INDICATIONS AND USAGE:
F Injectio ied as 2 conc d for
intr us inj . is intended tor int us use only.

Famoudine Injection is indicated in some hospitalized patients
with pathological hypersecretory conditions or intractable
ulcers. o as an alternative to the oral dosage forms for shont
term use in patients who are unable to take oral medication for
the following conditions:




1. Short term tr of active d " ‘cer -

Most adult patients heal within 4 weeks: thereis- 2350 ¢

10 use tamatidine at full dosage for fonger than 6 1, weeks,
Studies have not assessed the satety of famoticine in uncom-
plicated active duodena) ulcer for periods of more than eight
weeks.
2. Maintenance therapy for duodenal ulcer patients at
reduced dosage after heali g of an active uicer -
Controlted studies in adults have not extended beyond one
year.

Lo

Short term treatment of active benign gastric ulcer -
Most adutt patients heal within 6 weeks. Studies have not
assessed the safety or efficacy of famotidine in uncomplicated
active benign gastric uicer for pesiods of more than 8 weeks.

. Short term t, of gastr phageal reflux
disease (GERD) - Famotidine is indicated for short term
treaiment of patients with Symploms of GERD {see CLINICAL
PHARMACOLOGY IN ADULTS, Clinical Studies).

Famotidine is atso indicated for the short term treatment of
esophapitis due to GERD including erosive or ulcerative
disease diagnosed by endoscopy (ser"CLINICAL PHARMA.

COLOGY IN ADULTS, Clinica) Studies).

5T of pathological h persecretory condi-

tions (eg. Zollinger-Ellison Syndrome. multiple endocrine

adenomas) (see CLINICAL PHARMACOLOGY IN ADULTS,

Clinical Studies).

CONTRAINDICATIONS:
Hypersensitivity to any component of these products. Cross
sensilivity in this class of compounds ha.s been obse(ved.

o~

tacial edema, urticaria, rash, conjunctival injection
Musculoskeletal - mus pain including muscle

confusion, agitation, depression, anxiety, decreased fibido:

paresthesia; insomnia; somnolence

Respi.atory - bronchospasm

Skin - toxic epidermal necrolysis (very rare), alopecia, acne,

pruritus, dry skin, flushing

Special Sensaes - tinnitus, tastz disorder

Other - rare cases of impotence and rare cases of gyneco-

mastia have been reponteg: however, in controlled clinical

trials. the incidences were not greater than those seen with
piacebo.

The adverse reactions reported for Famotidine Tabiets may
also occur with F idine for Oral S . F idi
Orally Disintegrati g Tablets. f idine tnjection Preservative
Free in Plastic Container or Famotidine Injection. in addition.
lransient irritation at the injection site has been observed with
Famotidine Injection,

OVERDOSAQGE:
There is no experience 10 date with deliberate overdosage. Oral
doses of i i

Therefore, famotigine should not be ad ed to
with 3 history ot hypersensilivily to other Hz-receptor
antagonists.

PRECAUTIONS: . _
GENERAL: Symptomatic response to therapy with famotidine
does not preciuyde the presence of gastric malignancy.

Patlents with Moderate or Severe Renal Insutficiency -
Since CNS adverse effects have been reported in patients with

and female rats and mice was greater than 3000 mg/kg and the
minim_um letha! acute oral dose in dogs exceeded 2000 mo/kg.

imination half-life of 't idine. (see CLINICAL
PHARMACOLOGY IN ADULTS, DOSAGE AND ADMINISTRATION).

DRUG INTERACTIONS: No drug interactions have been
identified. Studes with famotidine in man, in anima) modets,
and in vitro have shown no significant interference with the dis-

ition of ¢ bolized by the hepatic microsomal
énzymes, e.g., cytochrome P450 system. Compounds tested in
man include warfarin, theophyiline, phenytoin, diazepam.
aminopyrine and antipyrine. Indocyanine green as an index of
hepatic drug extraction has been tested and no significant
effects have been found.

CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF
FERTILITY: Ina 106 week study in rats and a 92 week study
in mice given ora) doses of up 1o 2000 mo/kg/day (approximate-
ly 2500 times the recommended human dose for active duode-
nal ulcer), there was no evidence of carcinogenic potential for
famotidine.

mutagenic eflect was observed.

In studies with rats given oral doses of up 1o 2000 mg/kg/day
or intravenous doses of up to 200 mg/kg/day, fertility and
reproductive performance were not attected.

PREGNANCY: Pregnancy Category B - Reproductive
studies have been performed in rats and rabbits at oral doses of

or higher. There are, however, no adequate or well-controlied
Studies in pregnant women. Because animal reproductive
Studies are not always predictive of human fesponse, this dryg

- should be used during pregnancy only if clearty needed.

NURSING MOTHERS: Studies pertormed in lactating rats

have shown that famotidine is secreteq into breast milk..

Transient growth depression was observed in young rats suck-
ling from mothers treateg with maternotoxic doses of at least
600 times the usual human dose. Famotidine 15 detectable in
human milk. Because of the potential for serious adverse
reactions in nursing infants from t, idine, a decision shoulg
be made whether 1o di inue nursing or discontinue the drug,
taking into account the tmportance of the drug to the mother,

PEDIATRIC PATIENTS: Use of famotidine in pediatric
patients 1-16 years of age is Supported by evidence trom
adequate and well-controlied studies of tamotidine in adults, and

F dig not prodi avert etfects at high oral doses in
mice, rats, cals and dogs. but induced significant anorexia and
growth depression in rabbits starting with 200 mg/kg/day orally,

DOSAGE AND ADMINISTRATION:
In some hospitalzed pati with pathological hypersecretory
conditions or intractale ulcers, or in patients who are unable to
take oral medication Famotidine Injection may be administered
until oral therapy can be instituted.

The recommended dosage for Famotidine tnjection in aguh
patients is 20 mg imravenously qQ12h.

The doses and regimen for parenteral administration in
Patients with GERD have not been established.

Dosage for Pediatric Patients - (Sege PRECAUTIONS,
PEDIATRIC PATIENTS).

The studies described in PRECAUTIONS, PEDIATRIC
PATIENTS Suggest that the starting dose in pediatric patients
1-16 years of age is 0.25 mg/kg intravenoust (injected over a
period of not less than two minutes or as a 1; minute infusion)

'day.

912hupto40

While published uncontrolled clinical studies suggest
ettecti s of 1. ine in the t of peptic ulcer, data
in pediatric patients are insutlicient to establish percent

10 0.5 mg/kg intravenously g 12 h,

No pharmacokinetic or pha y C data are available on
pediatric patients under 1 year of age.
Dosage Adji tor Pati with Moderate or

Severe Renal lnsumcienczl- In aduh patients with mader-
ate (creatine clearance <50 mUmi

may be prolonged to 36-48 hours as indicated by patient's
clinical response.

Based on the comparison of pharmacokinetic parameters for
famotidine in adults ang pediatric patients, dosage adjustment in
pediatric patients with moderate or severe rena| insuHiciency
should be considered.

Pathological Hypersecretor Conditions - 2.9
Zollinger-Ellison Syndrome, Multiple !ndocn‘ne Adenomas) The
dosage of tamotidine in patients with pathological
hypersecremry conditions varies with the individual patient, The

by the tollowing studies in pediatric patients: In pyp
studies in small flumbers of pediatric patients 1-15 years of

age, c!ea[ance of tamotidine was similar 1o that seen in adults.

Studies also ggest that the relati ip between serum
concentration and acigd Suppression is similar in pediatric
patients 1-15 years ot ape as compared with aduits. These
studies suggest that the starting dose for pediatric patients 1-16
years of age is 0,25 mg/kg intravenously (injected over a period
of not less than two minutes or as a 15 minute infusion) g 12 h
up to 40 mo/day.

While published uncontrolled ctinical studies suggest
etfectiveness of famotidine in the treatment of peptic ulcer, data

Zollinger-Eilison Syndrome.

To prepare f. otidine inty 3 lutions - asepticafly dilute
2 mL of F Injection (soluti ining 10 mg/mL)
with 0.9% Sodium Chioride Injection or other compatible
intravenous solution (see STABILITY, Famglpdlnc lnlecllnq) toa

f0t less than 2 minytes,

70 prepare tamotidine intravenous intysion Solutions -
aseptically ditute 2 mL of Famotidine Injection with 100 mi, of
Famotidine Injection) and infyse Over a 15-30 minute periog.

C. ! 1t Use of Ant - Antacids may be given
concomitantly if needed.

STABILITY: Parenteral drug products should be inspected
visually tor particulate matter and discoloration prior to
dmini h luti tai rmit.

ation and ¢

Famotldine Injection - When addeq to or diluted with most
commonly used intravenous solutions, e.g.. Water for Injection,
0.9% Sodium Chioride Injection. 5% and 10% Dextrose
Injection, or Lactated Ringer's Injection, diluted Famotidine
,meclion is phystcally and chemicalls Stabte o maimer
eree gne L




Ty EGrKEU UECTEASEU TOOJ IMAKE WETe S€en in S50me rapoiis at
oral doses of 200 mg/kg/day (250 times the usual human dose)
or higher. There are, however. no adequate or well-controlled
studies in pregnant women. Because animal reproductive
studies are not always predictive of human response. this drug
should ba used during pregnancy only if clearty needed.

NURSING MOTHERS: Studies performed in lactating rats
have shown that famotidine is secreted into breast milk.
Transient growth depression was observed in young rats suck-
ling fiom mothers treated with maternotoxic doses of at least
600 times the usual human dose. Famotidine is detectable in
human milk. Because of the potential for serious adverse
reactions in nursing infants from famotidine, a decision should
be made whether to discontinue nursing or discontinue the dnug,
taking into account the importance of the drug to the mother.

PEDIATRIC PATIENTS: Use of famotidine in pediatric
patients 1-16 years of ape is supported by evidence from
adequate and well-controlled studies of famotidine in adults, and
by the following studies in pediatric patients: In published
studies in small numbers of pediatric patients 1-15 years of
age. clearance of famotidine was similar to that seen in aduits.
In pediatric patients 11-15 years ot age, orat doses of 0.5 mg/kg
were associated with a mean area under the curve (AUC) similar
to that seen in adults treated orally with 40 mg. Similasty, in
pediatric patients 1-15 years ot age, intravenous doses of
0.5 mg/kg were associated with a mean AUC similar to that seen
in adults treated intravenously with 40 mg. Limited published
studies also suggest that the relati ip between serum
concentration and acid suppression is similar in pediatric
patients 1-15 years of age as compared with adults. These
studies suggest that the starting dose for pediatric patients 1-16
years of age is 0.25 mg/kg intravenously (injected over a period
of not less than two minutes or as a 15 minute infusion) g 12 h
up to 40 mg/day.

While published uncontrolled clinical studies suggest
eftectiveness of tamotidine in the treatment of peptic ulcer, data
in pediatric patients are insutficient to establish percent
response with dose and duration of therapy. Therefore,
treatment duration (initially based on adult duration
recommendations) and dose should be indwidualized based on
clinical response and/or gastric pH determination and
endoscopy. Published unconirolled studies in pediatric patients
have demonstrated gastric acid suppression with doses up to
0.5 mg/kg intravenousty q 12 h.

No pl inetic or pharmacodynamic data are
pediatric patients under 1 year of age.
GERIATRIC USE: Ot the 4.966 subjetcs in clinical studies
who were treated with famotidine, 488 subjetcs (9.8%) were 65
and ofder, and 88 subjects (1.7%) were greater than 75 years of
age. No overall differences in safety or eHectiveness were
observed between these subjects and younger subjects.
However, greater sensitivity of some older patients cannot be
ruled out.

No dosage adjustment is required based on age {see
CLINICAL PHARMACOLOGY IN ADULTS, Pharmacokinetics).
This drug 1s known to be substantially excreted by the kidney,
and the risk of toxic reactions to this drup may be greater in
patients with impaired renal function, Because elderly patients
are more likely to have decreased renal function, care should be
taken in dose selection. and it may be usetul to monitor renat
function. Dosage adjustment in the case of moderate or severg
renal impairment is necessary (see PRECAUTIONS, Patients
with Moderate or Severe Renal insutficiency and DOSAGE AND
ADMINISTRATION, Dosage Adjustments tor Patients with
Moderate or Severe Rena! Insufficiency).

ADVERSE REACTIONS:

The adverse reactions listed below have been reported during
domestic and international clinical trials in approximately 2500
patients. In those controlled clinical trials in which Famotidine
Tablets were compared to placebo, the incidence of adverse
experiences in the group which received Famotidine Tablets,
40 mp at bedtime. was simular to that in the placebo group.

The following adverse reactions have been reported to occur in
more than 1% of patients on therapy with famotidine in
controtled clinical trials, and may be causally related to the drug:
headache {4.7%). dizziness (1.3%). constipation {1.2%) and
diarchea (1.7%).

The following other adverse reactions have been reported
infrequently in clinical trials or since the drug was marketed.
The refationship to therapy with famotidine has been unciear in
many cases. Within each category the adverse reactions are
listed in order of decreasing severity

Body as a Whole - fever, asthenia, fatigue

Cardiovascular - arrhythmia, AV biock, palpitation

Gastrol inal - chot ic | ice, liver enzyme

abnormalities, vomiting, nausea, abdominal discomfort,

anorexia, dry mouth

Hematologlic - rare cases of apranulocytosis, pancytope-

nia, leukopenia, thrombocytopenia

Hypersensitivity - anaphylaxis, angioedema, orbital or

on

LIGiiLYy. JL 1lldy EXCEEU <V NOUrS, reacning approximately ¢4
hours in anuric patients. Since CNS adverse effects have been
reported in patients with moderate and severe renal insutficien-
Cy. to avoid excess accumulation of the drug in patients with
moderate or severe renal insufficiency. the dose of Famotidine
Injection may be reduced to halt the dose. or the dosing miterval
may be prolonged to 36-48 hours as indicated by patient's
clinical response.

Based on the comparison of pharmacokinetic parameters tor
famotidine in adults and pediatric patients. dosage adjustment in

diatri i with or severe rena! insufficiency
should be considered.

Pathological Hypersecretory Conditions - fe.g.
Zollinger-Ellison Syndrome. Multiple Endocnne Adenomas) The
dosage of _famotidine in patients with pathoiogical
hypersecretory conditions varies with the individual patient. The
reg adult i dose is 20 mg q 12 h. Doses
should be adjusted to individual patient needs and should
continue as long as chnically indicated. In some patients, a
higher starting dose may be required. Oral doses up to 160 mg
q 6 h have been administered to some adult patients with severe
Zollinger-Etlison Syndrome.

To p{epiare famotidine intravenous solutions - aseptically dilute

¢ e ain,

2 mL of F ine Injection {sol g 10 mg/mi)
with 0.9% Sodium Chtoride Injection or other compatible
intravenous solution (see STABILITY, Famotidine Injection) 10 a
total volume of either 5 mL or 10 mL and inject over a period ot
not less than 2 minutes.

To prepare tamatidine intravenous infusion solutions -
aseptically difute 2 mL of Famotidine Injection with 100 mL of
5% dextrose or other compatibie solution (see STABILITY,
Famotidine Injection) and infuse over a 15-30 minute period.
(o] } Use of A ids - Antacids may be given
concomitantty it needed.

STABILITY: Parenteral drug products should be inspected
visually for particulate matter and discoloration prior to
drnistration wh lution and container permit.
Famotidine Injection - When added to or diluted with most

y use
0.9% Sodium Chloride injection. 5% and 10% Dextrose
Injection. or tactated Ringer's Injection, diluted Famotidine

. Injection is physically and chemically stable (i.e.. maintains at

least 80% of initial potency) tor 7 days al room temperature (see
HOW SUPPLIED, Storage).

When added to or diluted with Sodium Bicarbonate Injection,
5%. Famotidine Injection at a concentration of 0.2 mg/mL (the
recommended concentration of Fametidine intravenous intusion
solutions) is physically and chemically stable (i.e.. maintains at
‘feast 90% of initial potency) for 7 days at room temperature -
see HOW SUPPLIED, Storage. H . a precipi may
form at higher concentrations of Famotidine Injection
(>0.2 mg/mL) in Sodium Bicarbonate Injection, 5%.

HOW SUPPLIED:
FOR INTRAVENOUS USE ONLY

No. 238 - Famotidine Injection 10 mg per mL, is a non-
preserved, clear, colorless solution and is supplied as follows:
NDC 61703-238-07 2 mL Singte Dose Vial

Package of 10
Storage: Store tamotidine injection at 2°-8°C (36°-46°F). it
solution treezes, bring to room temperature; allow sufficient
time to solubilize all the components.

Although diluted Famotidine Injection has been shown 10 be
physicalty and chemically stable for 7 days at room temperature,
there are no data on the maintenance of sterility after dilution.
Therefore, it is recommended that if not used immediately after
preparation, dituted soluti of F idine Injection should be
refrigerated and used within 48 hours {see DOSAGE AND
ADMINISTRATION).
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FAULDING PHARMACEUTICAL CO
200 Elmora Avenue

Elizabeth, New Jersey 07207 USA
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e.g.. Water for Injection” "



